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*f^ffl$:^■r-5Zli:*^^e>4^TV^S ^BS4 7 - 2 6 5 1 6 -^ii)^^, V^—T 
;p • ^r-:^ • ^^^-r • >?r^ b U - (J. Med. Chen. ) , 3 14 3 1 
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tr;K ^yynif;i/, >fv:/5^;K sec -:/5^;k tert-:/5^;K ^> 

:^^:^^>5^;K {£^T;i/'^-;i/li. it^^feli:^)'!!^*; 

;K 2-^>5^^;1/, 4-/0-rn;i/, 2-/\3p-fe-;K 

-ifuAji^;]/^ 2--:f^—)V^ 3-zf^=L}v. 2-/<>^~;k 4-/<>5^— ;i/ 

^^tf^n;i/, lfUi/';i/, ^t^/u;k >r^^5f^/u;K tru^i^';K h 
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[00 15] 

m.. vym^m<DMmm^> mm^. -^v^ym^. y-^jvmm.. m^m^. ^ 
:jiymm.. :^^y:7.)i:t^ym^^<Dmmm^ti^:^if^ti. mm^mizmm^ti^ 

[0 0 16] 

%m-^t\.^mm&. mfL\mm.. iAm, m^. mm. ^m. nm^.^m^u^ 
v^'y-y ^-m\z\i\^xnmnm-^^z.}Lfi^x^^. 

\\.^m (I) ©i^$:^#bfeV^i:^, \\L^m (I) A^i^©?^T#e>tl^^-^lC 
[0 0 17] 
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<!: tJf ^ tl <DiS-a-ife=b2fi:5g^<D?&|gM il t T m V^ S Zl 7t)'^T'^ S » 
[0 0 18] 

[0019] 

[^1] 




[0 0 2 0] 

^t^m 1 (E) -1, 3 8 - (3, 4 h^->7>5^u;i/) - 
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7 -^5^;i/^-»>^> 6-211856 ^^Am) 

gft,^, : 190.4 ~191.3 X: 

mWiW. (%) : C 62.48, H 6.29, N 14.57 
HiH-fit (%) : C 62.52, H 6.53, N 14.56 
IR(KBr) vmax(cBi"l) . 1597, 1655, 1518 

NMR(CDCl3;270MH2) 6 (ppn) : 7.74(1H, d, J=15.5Hz) , 7.18(1H, dd, J=8.3, 1 

.9Hz), 7.08(1H, d, J=1.9Hz), 6.89(1H, d, J=8.3H2) , 6.77(1H, d, J=15.5Hz) 

, 4.21(2H, q, J=6.9Hz), 4.09(2H, q, J=6.9Hz), 4.06(3H, s) , 3.96(3H, s) , 

3.93(3H, s), 1.39(3H, t, J=6.9Hz), 1.27(3H, t, J=6.9Hz) 

it-^^Z (E) -8- (3, h^i/7.^V J\^) -1, S-^:fU\f)V 

- 7 -:>t.^;i/^-9->^> (WO 92/069 7 6) 

m^.: 164.8-166. 2*0 ( 2 - ^ n -;i/-;!K J: »; S^^^) 

jim^mm : 022823^4^ 

mWiU (%) : C 64.06, H 6.84, N 13.58 
(%) : C 64.06, H 6.82, N 13.80 
IR(KBr) vmax(cm~^) : 1692, 1657 

NMR(DMSO-dg; 270MHz) 6 (ppm) : 7.60(1H, d, J=15.8H2), 7.04(1H, d, J=2.0Hz 
), 7.28(1H, dd, J=2.0, 8.4Hz), 7.18(1H, d, J=15.8H2), 6.99(1H, d, J=8.4H 
z), 4.02(3H, s), 3.99(2H, t) , 3.90-3.80(2H, m) , 3.85(3H, s) , 3.80(3H, s) 
, 1.85-1.50(4H, m), 1.00-0.85(6H, m) 

it^m 3 (E) -1, 3-V:^^JV- 8- (3-;<h^->-4, 5-;^^l^> 
i?^^iy7.^VJV) - 7 6-211856) 
Hfej^, : 201.5-202.3 X: 

M^U (%) : C 60.29, H 5.57, N 14.06 
MMU (%) : C 60.18, H 5.72, N 13.98 
IR(KBr) vinax(cm~l) . i694, 1650, 1543, 1512, 1433 

NMR(DMSO-dg; 270MHz) 6 (ppm) : 7. 58, (IE, d, J=15.8Hz), 7.23(1H, d, J=15.8 
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Hz), 7.20(1H, d, J=1.0Hz), 7.09(1H, d, J=1.0H2), 6.05(2H, s) , 4.09-4. 02( 
2H, m), 4.02(3H, s) , 3.94-3.89(2H, m) , 3.89(3H, s) , 1.25(3H, t, J=7.2Hz) 
, 1.13(3H, t, J=6.9H2) 

^t^m4: (E) -8- (3. 4, 5 - h U ^ h^->^5^U;V) -i:}'7:jL^y ( 
#^Bg4 7-2 6 5 1 6) 

IR(KBr) vmax(cm"4 : 1702, 1667, 1508, 1432 

NMR(DMSO-dg; 270MHz) 6 (ppm) : 7.61(1H, d, J= 16.0Hz), 7.25(1H, d, J=16.0H 
z), 7.09(2H, s), 4.03(3H, s) , 3.85(6H, s) , 3.71 (3H, s) , 3.45(3H, s) , 3.2 
1(3H, s) 
MS (EI) 386 (M"^) 

mz. it^m (I) <Dmmi^m^u.^mx'Wim-t&o 

[0 0 2 1] 

umm 1 ni^^itmi^m 

MWH1l-> -y-^ K^hn-A (Sundstrom) 5)©^^ lzfU>(Z/ - Uif-^^ • Zf 
JV^> (Brain. Res. Bulletin) . 21^. 257-263M, 1988^] iC^iCT^Tofe 

Hl^lCl*, il'{4C57BL/6NCrjv"t7:;?.9-10M^ {B:^^^ - )VX^J A-^m)^^ 

Mbfec ^^iMW»ir^*tt, ^M22~24x:, um5o^6o%<Dmm^vm^v. 10^ 

[0 0 2 2] 

1 -:;^^;i/-4 -7ain;i/- 1, 2, 3, 6 h Fn i^D Kn i^ 

n^>f K(l-iBethyl-4-phenyl-l,2,3,6-tetrahydropyridine hydrochloride , JgJ^ 
TMPTP HCli:!iiSt> RBItfcSS)li4 mg/mLlC;&S i; e)^S:feJ^7KlC^«¥Lfe„ I^M 
^b-^J^lil mg/mLlc^i-S J;-5 0.3Sie/';i5^;i/:^;v^^e/ F(DMSO) Ic^MUfe. 

TP nCl + ^mit^m^^mizm?l? HC1(40 «g/kg)$:^tL^tlKlia?«tS#bfeo 
1^^^. n> hn-;i/^feJ:mPTP HCl^#^lCtt0.35th ^^-f-> (Tween) . 

MPTP Ec\+^mt^mn^mzitum^t^mao mg/kg)^^n^nma^^i.t=. 
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-7 ij - 4f _ «_80Tc ) b o 

[0 0 2 3] 

[^H] F-;i/ (mazindol) ^■^||!g^liJeilTO:J^?*T^To fco V-fiJ^n^ 
.(>^3.-^lC#>*©$g^#:i:^«?g[(mM);NaCl 120, KCl 5, Tris 50, pH=7.9] 
300^LS:Atl, *^^^^:^>f X(^±3tJ^e;:^-rif-S-203, m) MHSffciS) b 
, 4X:T. 15,000/:$>, 5 (KUBOTA 1710) bfec tfc^tlC^«?g300 /tL 

^M?LmmLr=.^. nm^'cy. 15,000/^, 5 ^x-^^jMrnLt^, Humzmm 
m^oofiL^ijDX. mmLt^^(D^A:^(Dummzioofii-r-D'^^Lr:ia auoioo 

3ii^5it|®*^flIl?fe-&V l/^ ^ :7ai>^'Xnomifensine maleate, 

RBI ^m)immmmion}i)^m^t=.o m^Rm^t. [%]-mazindoi (NEm$g, 

Spec. Act. 888GBq/iiimol)25/iL(*^?li;^10 nM) $:in±T|g*&$ -fei^c :^?^T, 1 

-(Whatman, GF/B) lC®#$ii:, 5 mL<Z)^ffi?gTr3lHlgto feo :7 >f ;i/ ^ - <Z) 

O^, ±[%]-mazindol^'^(Z)5l2i©:^^e>##Me& ft] -mazindol 
b5IV^fet;®$:#Mfl^ft] -mazindolJi^'a-i: bT#«?)fe„ 
[0 0 2 4] 

>/N°^^*l±, FDC:/n5^-f >r^y"fe^=3f h [Bio-Rad DC 

protein assay kit (Bio-Rad ] $:MV^, 't? i/Jlil^f T;P::^^ XBovine Se 

rum Albumin , Sigma t±Sg) 5:^^^: bX^f o fee #^69 ft] -mazindoli^-a-l*, 

^2*lCi^^{i|slCfeJ:t'5 ft]-mazindol©#Mfi?F>i^-a-*(f«ol/mg prot 

ein)7?att* o 
[0 0 2 5] 
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m2 







1140.3X50.0 





Mr 1 r HUl 


616 3+32 8### 




MPTP HCH-fb-^l 


950.9±54.1*** 




r3> hn— ;!/ 


1219.3 ±66.4 




MPTP HCl 


621.2±27.7### 




MPTP HCl+it-^Z 


784.8±41.6** 




MPTP HCl+'fb-&it&3 


794.9±28.5** 




Z3> ho— ;i/ 


1214.8±46.2 




MPTP HCl 


674.2±38.1### 




MPTP HCl+^-&^4 


923.5±51.1** 





•* ;p<o.oi(MFrp Hc\mmi&-^mb<Dim) 

*** ; p<0.001(MPTP HCl#afi!-^Sfi:®Jt^ 
### ;p<0.(X)l (3>ha— /i/Sfi:OJtlfl[) 



(11=9-10 ; Wilcoxon IpeW*!^ 
[0 0 2 6] 

f^a^^lC<ktl«. ^b-^i^ll±, MPTP HCl^-^JCj;oT@^S [^Hl-mazindol 
[0 0 2 7] 

MsfeM 2 ^^m^^Mk 

dd^Mffivi^X (f*:M2 0±lg) $:l||3Hfflv%, ^l^^fb-^ife^SP* feli 
Kl^l^iS^bTtc ^#^7 H B®5Bt:^?51^M^b. (MLD) ^iS: 

-e®^^, -fb-^ifeU ©M L D li, SP^-^T'>1 0 0 Omg/k gT'*>ofe= 
[0 0 2 8] 

, j\y^yhymmm. ^^^m^t^. mmm^mmmitm (als) , 
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[0 0 2 9] 
[0 0 3 0] 

mcom^mtf'^^^mi^^m^^xmm-t^^hitf^x^^. zk^^, nm\>z^\^m 
t:iitmmmiii^ximamiz^¥t^:it.t>^x^. ^(omm^M^^x:^n.^mw 

li> n-^mm. 3ffi<^^lC«fcUM5&-5>*^> l-SOOmg /60kg/ 

H , t b < 1 ~200mg /60kg/ H ^ -Z? & S o 



1 2 
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• 



[0 0 3 1] 
[0 0 3 2] 

mmm i 

-fb-^i^ 1 ©40g. ^-;^.286.8gfeJ:tJf|||^^'t?^/S°^60g$:m-^U. Zit\,lZ 

[0 0 3 3] 
^^S:l^3^{C5tt-. 
[0 0 3 4] 
[^3] 



[0 0 3 5 ] 

-fb-^ife 1 ©200g, ri^-fe;i/995gfe<l:UJX'7^Ty >^V^:^i/'i;A5g$:S?SlCj: 
UiS-^b^. Z:(^ig-^ifel$::j!7y-fe;i/^m«l (Zanasi^fc^, LZ-64M) icd:y 
, /N- F:^>''-lr;P4# (1 :ij-:^-l2;i/fe;feUi20iBg^4) lc^:i£b, i:j-:f-kJ]yM ( 



20 mg 
143.4 mg 

30 mg 
6 mg 
0. 6 mg 



200 mg 



1 3 
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[0 0 3 6] 



^:&?:ll4^ic^-r. 



[0 0 3 7] 



[*4] 



20 mg 
99. 5 Dig 
0. 5 mg 



120 mg 



[0 0 3 8] 

MM^U-feU >25g$:ifin;^fe= z.(Dm^m^%mz. yaWM^MTKT^ 1000ml i: 
bTii^^ • ^-fbUfe^ #e,nfe^^tS[?gS:0.2ittm®7'^X5}<-if:/;i/M;!i>>^^ 

, aitM (1 A-rr;i/fefcytSft^^2iiig$:-^;&-t'2>) $:#fc= 
[0 0 3 9] 

[0 0 4 0] 



[^5] 



^5^ 




0 mg 
1. 72 ml 



mg 



mg 



mg 



2.00 ml 



[0 0 4 1] 



1 4 
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y-;ix™E7 5 (^V:^V>f hy-/<M±^) 290.9gS:4 0 — 5 0 r-e^lft^it 
:/c„ mtCfC-it^^ 1 ®2.5g, H-y >^;!jy ^7A13.6g^3^tJJm— U^^-^hU 
^;Al4.2g$:^4x^tii^-'tc?g^5^^$-^fc. oVNT^?S^:J>tlCbfc=tC)$:^^ 

ttfi^t$5-2.5mgS:-^;t-t-S) 
[0 04 2] 

[0 0 4 3] 
[^6] 

i!a:6r it-^mi 2.5 mg 

!>^7'^^~/l'H 1 5 678.8 mg 

^ ^ "TZfy^—Zl^E 7 5 290.9 mg 

^— y :/K;&y ^7-^ 13.6 mg 

V ^Wt-r h y 1^ A 14. 2 mg 

1,000 mg 



[0 0 4 4] 

[^^o^m] 
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r;i/>r^;v^feii<gmT;i/^-;i/ ; iis:/^nT;i/^;K - (ch2)„-R^ 
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